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Introduction
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» Lerodalcibep, is a novel recombinant fusion protein PCSK9-inhibitor recently approved by
FDA.

» In phase 3 trials, in subjects on maximally tolerated oral therapy at Very High and High
Risk for ASCVD including heterozygous familial hypercholesterolaemia (HeFH) requiring
additional LDL-C reduction, lerodalcibep decreased LDL-C a further 55-60%.
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Methods | EAS
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» Between December 2020 and June 2022, adult and paediatric (= 10 years of age) subjects
with genetically confirmed HoFH, not undergoing apheresis, treated with lerodalcibep,
placebo or comparator, and completing a base trial were eligible to enter an open-label
extension (OLE) trial on lerodalcibep 300mg SC monthly for 72 weeks to evaluate long-
term efficacy and safety.

» This sub-set of 43 HoFH subjects who entered the OLE were dosed and monitored in the
clinic for 12 weeks after which they were able to home dose and be seen in the clinic 3

monthly.
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Baseline Demographics

24 Congress
Age, mean (range) years 30.2 (11-58)
Age 210 <18 years n (%) 12 (27.9)
Male / Female % 44.2 |/ 55.8
White / Black / S.Asian % 67.4/4.7/27.9
LDL-C mean mmol/L / mg/dL 9.5/ 366.0
Total cholesterol mean mmol/L / mg/dL 11.0/ 4271
Non-HDL-C mean mmol/L / mg/dL 10.0 / 387.6
HDL-C mean mmol/L / mg/dL 1.0/39.5
TG mean mmol/L / mg/dL 1.2/108.5
ApoB mean gm/L / mg/dL 2.3/225.0
Lp (a) mean/median nmol/L 120.0/109.0
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Primary Endpoint: LDL-C reduction at Week 72 (T$ EAS
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» At the primary endpoint, Week 72, mean and absolute LDL-C reductions were
19.1% and 1.4 mmol/L respectively

» LDL-C reductions when averaged across all visits (Weeks 4, 8, 12, 24, 36, 48, 60 and
72) of 15.5% and 1.1 mmol/L respectively.

Week 72 (n=43)

LDL-C % reduction mean (SD) -19.1 (33.2)
LDL-C absolute reduction mmol/L (SD) / mg/dL mean (SD) -1.4 (2.5) / -53.3 (98.0)
Time averaged % LDL-C reduction mean (SD) -15.5 (32.4)
Time averaged absolute LDL-C reduction mmol/L / mg/dL (SD) -1.1 (2.5) / 42.2 (96.8)
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Percent Changes from Baseline in Other
Lipids and Lipoproteins and PCSK9 to
Week 72

Mean ApoB was reduced by 12.7% and Median Lp(a) by 20.6%

94" Congress

Mean (SD) Percent Change from baseline (n=43)

ApoB -12.7 (25.9)
Lp (a) -16.4 (32.0) [Median -20.6]
TC -15.2 (25.6)
Non-HDL-C -17.4 (29.9)
HDL-C -4.2 (17.1)
TG +3.1 (48.3) [Median -6.8]
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Waterfall Plot of LDL-C reductions to Week 72 EAS
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LDL-C response over 72 weeks was consistent within individuals but was
highly variable between patients and similar to that observed in the base trial
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Safety Results 'EAS
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» Lerodalcibep was well tolerated, with no treatment related serious adverse
events.

» There were no safety findings of note and no clinically significant abnormal
laboratory results

» The only adverse events considered related to lerodalcibep treatment are
mild to moderate localized and transient injection site events that did not lead

to study, or study drug, discontinuation
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Summary and conclusions
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» Following 72 weeks of treatment with lerodalcibep, in 43 subjects with genetically
confirmed HoFH, the mean and absolute LDL-C reductions were 19.1% and 1.4
mmol/L respectively with a reduction in mean ApoB of 12.7% and median Lp(a) of
20.6%

» Lerodalcibep was well tolerated with the only adverse events considered related
to lerodalcibep being sporadic and mild injection site adverse events

» The LIBerate-HoFH OLE study, a global trial conducted in genetically confirmed
HoFH, lerodalcibep demonstrated overall long-term efficacy with sustained LDL-C
reductions in responsive subjects and little, or no response, in those who did not
respond, similar to that seen in the base trials.
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